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89. (New) The composition of claim 1 wherein said emulsion is an oil-in- 
water-in-oil emulsion or a water-in-oil-in-water emulsion. 

90. (New) The composition according to claim 1 , wherein said 
oligonucleotide is selected from the group consisting of SEQ ID NOS: 2, 48, 56, 49, 57, 58, 50, 
16, 19,51,52, 53, and 54. 

91 . (new) The composition according to claim 46, wherein said 
oligonucleotide is selected from the group consisting of SEQ ID NOS; 2, 48, 56, 49, 57, 58, 50, 
16, 19,51,52, 53, and 54. 



REMARKS 

Claims 1-7, 10, 12-13, 15, 17, 19, 20, 46, 48-63, 80, 83 and 89-91 are pending. 
Claim 1 has been amended, support for which may be found throughout the specification as 
originally filed, for example, on pages 16-17 and in claim 18. Claims 80 and 83 have been 
amended to form four dependent claims. No new matter has been added. 

Attached hereto is a marked-up version of the changes made to the claims by the 
present amendment. The attached page is captioned " Version with markings to show changes 
made." 
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Claim of Priority 

The Office Action suggests that the above referenced application is not entitled to 
benefit of the claim of priority to parent applications 09/108,673 and 08/886,829 for failure to 
find support for the present claims. Applicants do not concur. 

The Office Action incorrectly denies Applicants' claim of priority on the basis 
that the parent application discloses that the compositions are useful for "alimentary delivery" 
and not "non-parenteral administration". With all due respect, this is not the correct standard for 
determining whether a claimed invention is entitled to claim the benefit of an earlier filed 
application. The claimed invention, which is directed to compositions, finds support in the 829 
priority application as originally filed as provided, for example, in the table set forth below. 
Therefore, the invention as claimed is entitled to the earlier filing date of application 08/886,829, 
filed July 1, 1997. 



CLAIM 
NO. 


CLAIM LANGUAGE 


SUPPORT IN 829 
PRIORITY APPLICATION 


1 


A composition comprising at least one oligonucleotide in 
an emulsion and at least one penetration enhancer selected 
from the group consisting of surfactants, fatty acids, bile 
salts, chelating agents, non-chelating non-surfactant 
molecules, and combinations thereof; wherein said non- 
chelating non-surfactant is selected from the group 
consisting of unsaturated cyclic ureas, 1-alkyl-alkanones, 
1-alkenylazacyclo-alkanones, non-steroidal anti- 
inflammatory agent, and combinations thereof. 


Pages 10-13 & 30 
Originally filed Claims 1 , 
2,& 14 


2 


The composition of claim 1 wherein said oligonucleotide 
is an antisense oligonucleotide. 


Page 3 & Originally filed 
Claim 23 


3 


The composition of claim 1 wherein said oligonucleotide 
modulates expression of a cellular adhesion protein, 


Pages 36, 46 & 
Originally filed claim 24 
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mofliiljitpQ n mtp of* pplliiljir nrr»1iflpr?itir\n r\v Vijiq Hinlocripjil 

activity against eukaryotic pathogens or retroviruses. 




4 


TVip ponrnnQi ti c\x\ pIjutti 1 \x/hpT*f*i'n qpiH r*li crnTHir , lf*r*tiHp iq 

JL lit* V^UlllL/VJOlLlUll ldllll 1 W I IV^l t/lll 00.1VJ. UilgUllLllslWU lo CL 

ribozyme or a peptide nucleic acid. 




5 


The composition of claim 1 wherein said emulsion is 
selected from the group consisting of an oil-in-water 
emulsion, a water-in-oil emulsion. 


Page 31 


6 


The composition of claim 1 wherein said emulsion is a 
microemulsion. 


Pages 63 & 64 


10 


The composition of claim 1 wherein said fatty acid is 
seieciea rrom a group consisting 01 aracniaonic acia, oieic 
acid, lauric acid, caprylic acid, capric acid, myristic acid, 
palmitic acid, stearic acid, linoleic acid, linolenic acid, 
dicaprate, tricaprate, monoolein, dilaurin, glyceryl 1- 
monocaprate, 1 -dodecylazacycloheptan-2-one, an 
acylcarnitine, an acylcholine, a monoglyceride, a diglyceride 
and a pharmaceutically acceptable salt thereof. 


Page 1 1 & Originally 
iiieu ciaim o 


12 


The composition of claim 1 wherein said bile salt is 
selected from the group consisting of cholic acid, 
dehydrocholic acid, deoxycholic acid, glucholic acid, 
glycholic acid, glycodeoxycholic acid, taurocholic acid, 
taurodeoxycholic acid, chenodeoxycholic acid, 
ursoueoxycnoiic aciu, souium iduro-z^zj-uinyuro- 
fusidate, sodium glycodihydrofusidate, polyoxyethylene- 
9-lauryl ether and a pharmaceutically acceptable salt 
thereof. 


Pages 11, 12 & 
Originally filed claim 7 


13 


The composition of claim 1 wherein said penetration 
enndncer is d comuindiion 01 di icdsi one idiiy dciu dnu di 
least one bile salt. 


Originally filed Claim 14 


15 


The composition of claim 1 wherein said chelating agent 
is selected from the group consisting of EDTA, citric acid, 
a salicyclate, an 7V-acyl derivative of collagen, laureth-9, 

all iV-dllllllD a\sy I UCIlvaUVC Ul d UOld-UlKClLFllC dllLL a 

mixture thprpof 


Page 12 & Originally 
filed claim 9 


17 


The composition of claim 1 wherein said surfactant is 
selected from the group consisting of sodium lauryl 
sulfate, polyoxyethylene-9-lauryl ether, polyoxyethylene- 
20-cetyl ether, a perfluorchemical emulsion and a mixture 
thereof. 


Pages 10, 11 & 
Originally filed claim 1 0 


19 


The composition of claim 1 further comprising at least one 


Pages 13, 14, & 
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carrier compound. 


Originally filed Claim 12 


20 


THe comno^ition of claim 19 wViprpin ^fliH rarripr 

lllv vvlllUVJlUUll vA V/1CM111 1 S TY Uvl will Li 1 VJ WlUllvl 

compound is selected from the group consisting of 
polyinosinic acid, dextran sulfate, polycytidic acid, and 4- 
acetamido-4'isothiocyano-stilbene-2,2 ? -disulfonic acid. 


Papp 1 ^ fir Oricnnallv 

filed Claim 13 


46 


A composition comprising an oligonucleotide in oral 
dosage form, wherein said oligonucleotide comprises at 
least one modified covalent linkage. 


Pages 9-10, 19-20, & 29 


48 


The composition of claim 46 wherein said modified 

PAUQipnt 1 1 n k q (TP* ic cf*l f*r*tf*f\ frnm trif* rrrrxi 1 t\ r*rvn ci ctincr r\i q 
L/LJVCllOIll XlllllagC Id oC-lClslCU 11 (Jill L1XC gll/lXU UUXloXallll^ Ul a 

phosphorothioate linkage, a phosphotriester linkage, a 
methyl phosphonate linkage, a methylene(methylimino) 

1 1TllrQ (TP* Q TT1 OT*r\Vl f~\ 1 1 t"l f\ llfltQCTf* Qfl QmiHp 1 1 fll/' Q fro o 

lllXXVclgC, d llUJipiiUlilXU XXXUvdgC, all ctilllQC HllA.agC, a 

polyamide linkage, a short chain alkyl intersugar linkage, 
a cycloalkyl intersugar linkage, a short chain heteroatomic 
intersugar linkage and a heterocyclic intersugar linkage. 


Pages 19-20 


49 


The composition of claim 46 wherein at least one of the 
nucleotides of said oligonucleotide has a modified sugar 
moiety. 


Pages 20-21 


50 


The composition of claim 49 wherein said modified sugar 
moiety has a substitution or addition at the 2' position of a 
moiety selected from the group consisting of -OH, -SH, - 
SCH 3 , -F, -OCN, -OCH3OCH3, -OCH 3 0(CH 2 ) n CH 3 , - 
0(CH 2 ) n NH 2 or -0(CH 2 ) n CH 3 where n is from 1 to about 10, 
a C, to C I0 lower alkyl group, an alkoxyalkoxy group, a 
substituted lower alkyl group, a substituted alkaryl group, a 
substituted aralkyl group, -CI, -Br, -CN, -CF 3 , -OCF 3 , an -O- 
alkyl group, an -S-alkyl group, an N-alkyl group, an O- 
alkenyl group, an S-alkenyl group, an N-alkenyl group, - 
SOCH 3 , -S0 2 CH 3 , -ON0 2 , -N0 2 , -N 3 , -NH 2 , a 
heterocycloalkyl group, a heterocycloalkaryl group, an 
dininodiKyidinino group, d poiydiKyiamino group, d 
substituted silyl group, an RNA cleaving group, a reporter 

crmnn n A intf^rfdlti finer crmi it~\ q cnwiin frw imtirrwriTicj tVi *=> 
££X<JIXLJ, a l~sl\t\ XXXlCXlsdXd-LXXlg gXULlLy, <X gXUUlJ ItJX lXIXLJXvJ VXIXg LX1C 

pharmacokinetic properties of an oligonucleotide, a group 
for improving the pharmacodynamic properties of an 
oligonucleotide, a methoxyethoxy group and a methoxy 
group. 


Page 21 


51 


The composition of claim 46 wherein said oligonucleotide 
comprises at least one modified nucleobase. 


Page 20 
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52 


The composition of claim 46 wherein said oral dosage 
form is selected from the group consisting of tablets, and 


Page 29 


53 


The composition of claim 46 wherein said oligonucleotide 

i<; fin finti<;pn<ip olicxnnnplpotiHp 


Page 3 


54 


The composition of claim 46 wherein said oligonucleotide 
modulates expression of a cellular adhesion protein, 

mnHiilntpQ J* ratp of* ppllnlar t^rnlifprjitinn r>r njic Hinlncripul 

1 1 1 WVJ. U 1 Cl D d ICllL Ul UVllUlCU LF1 UllXtsl dlllS!!, Ul lido UlUlVJ^llsdl 

activity against eukaryotic pathogens or retroviruses. 


Pages 36 & 46 




Trip potnnn^itinn of r*1?nm 4fS whprpin qfmH tiupIpip fiPiH 

1 lit/ l/UlllLrlsOlllUll \J1. v/ldllll ~\J VYllvl Vlll OdlU UUvlvlV^ CLK/L\1 1 0 

a ribozyme or a peptide nucleic acid. 




56 


The composition of claim 46 further comprising an enteric 

m q tp»T~i q 1 fHof en V\cf"£inti T*TPVPntc (\ i ccnl 1 C\Y\ r\ f* CQlH 
IlldlClldl II Id I oU-Uoldlllldlljr jjl CVClllo UlooUlULlUll Ul odlU 

tablets, or capsules in a mammalian stomach. 


Pages 29 & 30 


S7 


1 I1C L/UlIipUolllUll Ul L<ldllll JU W11C1C111 OdlU CIHCHC IlldlClldl 

is a coating. 


poop 1.0 
r age JU 


58 


The composition of claim 57 wherein said enteric coating is 
seiecicu lrorn. me group conMaiing 01 dveiaic pnuiaidic, 
propylene glycol, and sorbitan monoleate. 


Page 30 


59 


The composition of claim 46 further comprising a 

pCIlCLldLlUIl ClllldllL/Cl . 


Pages 10-13 


60 


The composition of claim 59 wherein said penetration 

f^fi Vi otippr ic c* a 1^r»t* a H "fVoTn tVi(=» (rrmin poncictificr nfhilf^ c q 1 1 c 
ClllldllUCl lo &OICI/ICIL XI (Jill 11 IC glUUJJ l/Ullolollllg Ul U11C odllo 

and fatty acids. 


Pages 11-12 


U 1 


"TVip f*omnriQitifiTi nf* pIjiityi fiO wliprpin qjiiH HiIp ^alf k 

1 llv IsUlllLJUolllUll Ul l^ldllll \J\J WllWl^lll OCUU L/l 1 Odll lo 

selected from the group consisting of ursodeoxycholic 

npiH pVipnnHpoifVphnlip and anH ^alt<i tViprpnf* 

dl/lU, Vsll^'lldlV'VyY V ^llUllv dvlUj CU 1U OallJ Lllwl L^VJl . 




62 


The composition of claim 60 wherein said fatty acids are 
selected from canric acid lauric acid and salts thereof 


Page 1 1 


63 


The composition of claim 46 further comprising an 
excipient. 


Pages 30 & 31 


80 


The composition according to claim 1, wherein said 
oligonucleotide is SEQ ID NO: 1 or SEQ ID NO: 55. 


Page 24 


83 


The composition according to claim 46, wherein said 
oligonucleotide is SEQ ID NO: 1 or SEQ ID NO: 55. 


Page 24 
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Rejection under 35 U.S.C. §102(b) 

Claims 1-7 and 10 stand rejected under 35 U.S.C. § 102(b) as allegedly being 
anticipated by U.S. Patent No. 5,591,840 to Narayanan et aL ("the Narayanan patent"). 
Applicants do not concur. However, for purposes of facilitating prosecution, Applicants have 
amended the claims to recite "non-chelating non-surfactant is selected from the group consisting 
of unsaturated cyclic ureas, 1 -alkyl-alkanones, 1-alkenylazacyclo-alkanones, non-steroidal anti- 
inflammatory agent, and combinations thereof." In as much as the Narayanan reference does not 
disclose any of the penetration enhancers in claim 1, as amended. Applicants respectfully request 
reconsideration and withdrawal of the rejection. 

Rejection under 35 U.S.C. § 102(e) 

Claims 1-7, 19-20, 46-64, 80 and 83 stand rejected under 35 U.S.C. § 102(e) as 
allegedly being anticipated by U.S. Patent No. 6,1 1 1,094A1 to Bennett et al. (hereinafter "the 
Bennett patent"). As discussed above, Applicants are entitled to their claim of priority to parent 
application serial no. 08/886,829, and, therefore to an effective filing date of July 1, 1997. The 
disclosure in the Bennett patent that serves as the basis for the rejection is not disclosed in its 
immediate parent (U.S. Patent No. 5,843,738). Thus, the subject matter over which the present 
inventions stand rejected has an effective filing date of April 17, 1998, the date on which the 
Bennett patent was filed. Accordingly, the Bennett patent does not constitute a proper § 102(e) 
reference. Applicants therefore respectfully request withdrawal of the rejection. 
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Claims 46 and 65-66 stand rejected under 35 U.S.C. § 102(e) as allegedly being 
anticipated by U.S. Patent No. 6, 120,803 A to Wong et al. (hereinafter "the Wong patent"). In 
view of Applicants' claim of priority, the present application is entitled to an effective filing date 
of July 1, 1997. Accordingly, the Wong patent, which was filed on August 10, 1998, does not 
qualify as prior art under 35 U.S.C. § 102(e), and cannot provide the basis for a rejection. 
Applicants therefore respectfully request withdrawal of the rejection. 

Claims 1-7, 9-20 and 46-62 stand rejected under 35 U.S.C. § 102(e) as allegedly 
being anticipated by U.S. Patent No. 5,877,309-A to McKay et al. (hereinafter "the McKay 
patent"). In view of Applicants' claim of priority, the present application is entitled to an 
effective filing date of July 1, 1997. Accordingly, the McKay patent, which was filed on August 
13, 1997, does not qualifies as prior art under 35 U.S.C. § 102(e), and cannot provide the basis 
for a rejection. Applicants therefore respectfully request reconsideration and withdrawal of the 
rejection. 
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Applicants respectfully submit that the claims presently before the Examiner 



patentably define the invention over the prior art and are otherwise in condition for ready 



Date: November 20, 2001 

WOODCOCK WASHBURN LLP 
One Liberty Place - 46th Floor 
Philadelphia, PA 19103 
(215) 568-3100 



allowance. 



Respectfully submitted, 
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VERSION WITH MARKINGS TO SHOW CHANGES 

In the Claims 

Please cancel claims 18 and 64, without prejudice, and add claims 89-91. Please 
amend claims 1, 5, 80 and 83 as follows: 



emulsion and at least one penetration enhancer selected from the group consisting of surfactants, 
fatty acids, bile salts, chelating agents, non-chelating non-surfactant molecules, and combinations 
thereof; 

wherein said non-chelating non-surfactant is selected from the group consisting of unsaturated 
cyclic ureas, 1-alkyl-alkanones, 1-alkenylazacyclo-alkanones, non-steroidal anti-inflammatory 
agents, and combinations thereof. 

5. (Amended) The composition of claim 1 wherein said emulsion is [selected from 
the group consisting of] an oil-in-water emulsion [,1 or a water-in-oil emulsion [, an oil-in-water- 
in-oil emulsion and a water-in-oil-in- water emulsion]. 

80. (amended) The composition according to claim 1, wherein said 
oligonucleotide is [selected from the group consisting of SEQ ID NOS: 1, 55, 2, 48, 56, 49, 57, 
58, 50, 16, 19, 51, 52, 53, and 54] SEQ ID NO: 1 or SEQ ID NO: 55 . 



1 . (Amended) A composition comprising at least one oligonucleotide in an 
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83. (amended) The composition according to claim 46, wherein said 

oligonucleotide is [selected from the group consisting of SEQ ID NOS: 1, 55, 2, 48, 56, 49, 57, 
58, 50, 16, 19, 51, 52, 53, and 54] SEQ ID NO: 1 or SEQ ID NO: 55 . 
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